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BEST AVAILABLE COPY 



I 

m*mu tiesc (i) •v&t<nz>&n£mm& 
en •v&znzmfeS/u-c^zzt&ftWLttz'*. 

Ar g-G 1 y-As p S (I) 

[stjRsm 5S (i) -vmnzmmzmmGLtL 

< t% i ar»*s*« i izmmwif^mmmtz 
m#m] 3$ (i) ■v%iznzmmmf8.&&tv 

5i 5 attlSS 1 f 2 @fiLt 6 j@ETPrf£# 

m*m4] a (i) r&znzmmzmim&tu 
3 tee©^^ Hi^#^*fc«*©^^±if$-e 

[St#Jg5] ^ (I) T«SttSEfl£«fi!»<i£L 

[S^S6] ^ (i) T^snsE^ifKmfttu 

•J.* ->>8S£fctt*©ffi£iP|{rc&SfS3RSH KE* 

6 ©urnaMcE*©^?- H*«»*&tt-eo«*± 
aim 

[0 0 0 1] 

tttgafSTfc£7^7D**:F>©8s;in7E*iK7 

[0 0 0 2] 

[ft*8:ffi] 7-<7ti*^x 73^x Hr-n** 

?>^ttaB)Bi:i|g-&iS«6tffli!S^!cP#L. SftJMMi 
B©MUMMgCHgLft«* ©4«Stt Wr*«SR 

/ml©8^T?¥£-f£li£aK-e£3. 



(2) *fBl¥6-3 0 6 0 9 6 

2 

[0 0 0 3] 7^^0^^5 i >tt-e©l^«|3i*l^^ 
n-->^Sffl^Tft)tSnT*»J (Koarnblibtt, A. 
R. et al., EMBO Journal, 4#. 2519 (1985)) , &f 
S*92 5 0K©JpJ^7^FT*3A®i:!ft2 4 0K© 
BWfiCimWB.-CVXfr? 4 H*S£Lfc2*#§a« 

Tt>fe4*6 (Sasaki, M. et al., Proc. Natl. Acad. 
Sci. USA., 81#, 935 (1987), Sasaki, M. et al., 
J. Biol. Chem., 262#. 17111 (1987)) ICJ: 9-?-© 1 
10 *BjfijO«ftje*nTV»*. 9S-M4A, Bl. B 2 1 

[0004] *uTW)fi»3»ttcH4f zustmnw 

ftfefrfctX. 7^7D^i/5 1 >©«»SSf©37E?ll 
IJArg-Gly-Asp (RGD) fcSHJ'ST'^F 
t?feS^<h*n984^lca#^nfc (Pierschbacher. M. 
D. et al., Nature 309#, 30(1984)) „ $.fry5.=.> 
<Z>m&&m&&0=i7mm\tT y r - I le-Gly- 
S e r - A r g (Y I G S R) T^Sn5'<>*^7'f- 
20 HTfeSrtfe^snTV^ (Graf, J. et al., Cel 
1 48#, 989 (1987)) . 

[0 0 0 5] cftzy j ya^y^y^y 5->u, ± 

«fco&a©«ssaaiBtesb, 37- 
yx 7*7u>*©4#*^tt>tt£i/TiMBfc« 

[0 0 0 6] r©<t5fcfiBJia^ttgaH«^Sa^ 
fSttfclTr-Sfc©, *©?SttaBttE*>K7'3 1 r 5 £ffl^& 
JO SB«*»«*WKasnT^-&. WAli7-<7n^i7^> 
©»BI^»03 7Ell©fMJfcL.Ttt. tf'Jv-fcR 
GDEJ|StfT**:/?K«#**r&Sli-. AIK8§ffl 

309682^&?B, ftBB¥l-305960^&f8, WO 90/05036 A 

®m , RGDE^*^rra^7^H{ciS*ttffi^a 

(f 0 90/11297Afttt) , RGDE^l*W-r*a>!r©S!K 

*S (A^M^»?«HMI38«. 3149 (1989), #BH¥2 
-174797^&I8, ^ffi¥3-11830^^ffi, ftB8¥3-118331 
^^¥3-118398^^;^. «pPB^3-118397^ 
Wi, ^BB¥3-118333^^ffi, WO 91/01331ftfr\ WO 9V0 
7429^fF, W0 91/15515m WO 92/00995#fF) , RG 

d Kfck 7;i.d >K£*Wifg^ Lltfc&to&R ^ 

W , RGDEIIC^rrft^^PtlUIIWMMMj: 
l/TfflV»5*a (#ffi¥2-4716^iiS) . RGDE9V& 
50 *-r*^^H*HftftL&BieMBa5«lltUT«V» 
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(3) 

3 

*#85 oi^^^mmm^m. 705 U988» . rg 
d s E««rr a* y h ettftjuRAi 

5 C fcfc «fc D AIMS* 'J H £ LTltJfflfS* 

[0007] wcifi^. aiBa»*ttsastt^>«E^t 
ve-sonr-cu. ©«±iisa*£# 

JTefca I- »J F R g D###f a t, 

rtSftftStlT^a (Science 238^, 467 (1986)) „ 

[0 0 0 8] b^U/i*^RGD^^Ktt-€-nmaT 
»*BBJi3|KStt««*»Tra:V»fca6, 3»*®*SfiS^>* 

fflV>T^>C»Sftl»1-5^}* (Int. J. Biol. Macrom 
ol., 11#, 23 (1989), mU, 11#. 226 (1989). Jpn. 
J. Cancer Res.. 60#, 722. (1989), *JW¥2-174798 

2400203&*) *»K*6nTl»*. $ifc74 7'u*9? 

©ffl^S^^'J "*7? H U U * 

^ H *«^*fifr** 'J H*ffl^T5!f>^ 
ft»«t**tt (#W¥3-127742^» fcHftSnT 
l^a. 50 
[0 0 0 9] 

4&&t&i£tl:£&fttT^a&*> -t©l£:jfl«BttiSV> 
*>©£#*. fctta. L*>L&tftS«E37E£I©»lfi»ii 
Stt*t^T?ftVifc*, *n6©#>(££«I*5fWmi* 
&0)mmzfcRltZ>tzib\Z\t&&rZZ>1be>X'\tUft~3 

*ftgft:©£«gtt©5&;i©*fc&1*8 

msnaismfcif) *tsiTTNfca::£a*jnenTna. 

*4M#BCD. je*Wfc0ra©»**»«3«fT#34^« 
•&*>&-fa. *;:x£#rtT©££tt£fo±3i*afc«> 
ae*sffi©«t?i»^ tfc i $ aa* ©atfewi*s nr 
ir» a *». *n & ©ft^trojk* 
^Tfco&o. £j$a<E»fc<b©<b£K Sfc^uxy 

l/>jfU3-* (PEG) «©»iH : i:SE37E9ysa 
iB?a#i£«\ K37E?«S»ji-r^tlc<kDS5^S 50 



#M¥6-3060 9 6 

4 

ftsff5*ftt>»6*aT^a*», dne>©^feTttiw 

BTNfeD, £©&T»c*:»fc&g©815Sat&S<fc3n 

&$it>TSii8:&mfjr>rzm. &*i©7.*7d*?? 

^©awtt. »ifi»3ittseH«©«tt**»fcfi5^u 

K*ftsgftfact*aw^-ra. *SHitt36fc± 
fcjfcta. 

[0 0 10] 

[^®&»ftfa^a] ±erh«, ties (i) -ws 
snaB5o**«*ttti/T#i*a^^?Hiaaft*r 

£*o (i) 'AsntlMttAwt 

T^amsmai L-& c t \z ± o j&ssnfc. 

Ar g-G 1 y-As p SO) 
HHTArg. Gly, AspB, 7M-X ^'Ji^ 
X 7XA<5*>&8£«:-WeftS'r. :m^©75 
/IS (^'J-»S£ttl$<) ttD-#. L-#, 

©^rn-rfein*!, »sb<ttL-^-c*a. 
[ooii] *%w\z&Kxmm-znz>'<.7'3 L \ t mm 

tt. ^^H«f&a^«-t©^CArg-Gly- 
A s pE*J&«J*i|MSt4: LTWTa^'J 3"^^ H-Cab 

ox, -€-©as»tt7asfi(T-cfcafe©*tastvi. 

tfc^7 , 9 1 Hli©*;^v*Jffi«lttffi3glC75 HftS 

u 3-^y? H zmf a j: t *it?^a. 

A r g-G 1 y-As p-Th r 

A r g-G 1 y-A s p-S e r 

A r g-G 1 y-A s p -Va 1 

Gly-Arg-Gly-Asp-Ser 

Asp-Arg-Gl y-As p-S e r 

Gl y-Arg-Gl y-As p-Se r-Pro-A 

1 a 

[0 0 12] *»H4(c*ht. S (I) T«2tiaE?iJ 

ra©«, ^ft^y^Kcffifflfc&fflrraiitcj: 

0, 4#CiSS!S(r < ta^«!ei^ffSl,)5:0 < *fc!S5^ 

SicLT»»«i**(=f4-rafcdt?aba. 5$ (D t?* 



J 



(4) 

5 

AfT?£-5. fctS£Z.T7S. F«g-&t(i*;^75 H> X 

( i ) T&znz&mmiaumt ltg?z*-7? f 
a. l^+Kjes-afcwsca©* (i) -e«3n*B 

[0 0 13] *58Wt*HT«l»6n*fl{W9a««» 

>K©fiffi&£ L-Ttt±jfi©ffiO 2 ~ 6ffiT&* C ttfjf 
SIX. «BI!rBl**<f*;i/#>ttVi1*n 

tbTtt. h'J^-»K (l,3,5-'<>if>h'J*J^> 
ft) , xl/y^Ht. xh9t Hn75>rh7*JV# 
>», Kn^UyhR (l,2,4.5-^>tf>-r 
>») . l,4,5,8-^-75'U->rN7*;i/#>K. 7i>K 
>& (^+U->2K) . i>X>K, 'J>m 1.2,3-? 

<!:^y^F*©73yg£Ej6£ttS#&<hLT(;i. 5> 

sn*««. ^Hffi*;vjH>K&«tt7->;vsi*fttc 
K&fb&rfWffctt*. ^Hffi*;i-jp>K©ffl^T^Kia 

fc*^©S*tt4Mn©;&j!6fc,fc Off 5 C t«rp#*3»t, 
tiflEA Sr^Af* Z. 1 1> » 5. 
[0 0 14] *»9ifc*JV>T^Sft*te©W«$HP£ 

>&©«ffi& t L/Ttt 2 ~ 6 {re* S C <L * L 
)^>mtbx\t, i,3-^>£>>?x;p*>K. 1,5-^- 

y* i/>yx;v*>**tf«ii*f&n*. cinero^ffix 

XWzj^n7-f FSK£fc©©1iJ|g£r*#Sa<ie 
fflWa^^nweaa. *ffix;i/*>s©ti^-rsx^* 
-)W ay-i F^©£»«£;Sl©#ftl::± Dff -5 C t«» 

[0 0 15] *fc*5£W{C*V»Tffl^en*ffi©W«» 50 



^H¥6-3 0 6 0 9 6 

mtmiZZtW-ZZZ. -fy->7:J— K -fV^x 
7*- hStt. -fVJ'7>K24r;-fV5 1 *->7>K©» 

J'T*— K -i h©«&tLT«2~6 

5tt*tt*H&-r-fyS/7^— h, -iV=f~*\s7-)r- Y 
tUTtt, ^*^5 1 W>^y'>7^— h^S^ff* 
dt*fCir-5. &m<<V*s71r- K -fy^->7±- 
h &©&)££ ibTtt, ffl3-rs^ffi75>t*xy> 

(^fri:«fcoT(i*xy>^v-) 

Vy7t- K -f y^->7±-hS©-&^StLT 
tt. «5SHMb9fc»£l4, W«Mb^«©-&J«tS«: (ii 

1) P. 1490 ~1509ICSfj^SnTVi-5. 
[0 0 16] 3 6C*»^K*HT»*KlV>5Ct 

©nriiftfflo^tti^tUT. s (i) -essnsEya 
s*ws*ttfc u-arrs'W f *©75/ stsfcL 

-3H^C2|@«±©£&{@#?-*«fc5ftfc©'b* 
[00 17] 

[ftl] 

SOtCf 



CfiOC coc« 

[0 0 18] 0=C=N- (CH 2 ) . -COC1 

[0 0 19] K±3i^UT#fc^T?fc, h'J^->>K 
(l,3,5-^>-tf>hiJ*;i/a}?>K) Rl^f K5kHD7 

7>T-hyii)W>m<. st (i) T^ansEM** 

[0 0 2 0] *^©^y?FSi*ft:>f a-f 

tttttt. WK«, ■J>tt«©J:3^«l*»t©«[, IM 

lfi^©^li«ffl^gC<t Off 5 - 
[0 0 2 1] «TICjfSL.V»*^©^«)©a«:«a|& 
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(5) #B§¥6-306 0 9 6 

7 8 

[0 022] * 

<b£«J 1 CO-ArgGlyAspSer 



rgGlyAspSer 
CO-ArgGlyAspSer 



<b-&&2 CO-AspArgGlyAspSer 



(5V-C0-/ 



-AspArgGlyAspSer 
CO-AspArgGlyAspSer 



<b£«5 3 



CO-ArgGlyAspSer 
0 I ArgGlyAspSer 



] A 

A 

CO-ArgGlyAspSer 



[0 0 2 3] *fc*«H«>fl:'fr«©^*tSfc'3V»TRW 
T5. HBB#l*B*©JMIrei:n*fc 

srs/aaaeaaatNtau rn*75/sts 

# UT»#5I 2 kGa©£*ti6 L 5 5 <k 5 * * 

aassas-rs c tic i o Gmtzfimifimmfr? 

ana*. na&azmataaisfc'CT^paa** 
aafciaaatfcwrratf&ns. @fflss^Hiss 

B. 4ft^*»»ft-^>A^HOfls^IV p.207 (B* 

**fls*HA) . tt±fc9«Mtt* 
/t*B©fc* (T) P. 641 (B*£fltf*£B. 
HA) »fcB«*nT^S. 40 
[0 0 2 4] *^anofc*tt0«7y P*BaB& 

#£&saa73/K#>StBaU C*tt£ftBfcSfr> 

yaftB*BS-r*#a"e**. £fc7??>i>Mftd 
^H*«^-r**t6tUTii. «»©m a*.tf* 

SM*6*§ r^7*^H^*©aHit*»j C*lB) (Cffi 

*©*fe©&*A^aia«?-r-52:i:*»7r*<5. 



V p U 7 V-JVt D C C SfflV^DCC-Addi t iveS, *5 

[0 0 2 5] ft±©*ftteJ:D£«UfcfiM'WK© 
73J**8B£«*aU £n**teKHl/fta«# 

^ts^itt/*, b*^©-6fcftas©i»**ff5. a 
as©»*©*#Bffl^TVi5«as©aattt?¥-r 
aaansnsast*, jn**#a, hf^s. h 
•j7;^n^^>^^>K/^^7-v-;v/m-i'U 
v*-*/ p >j y)i-*ugtm&G*i&mm-v&ztf> urn 

#g©©5&$U©m a^fi-Y^Ssa^nvpy? 
7>f-, yjl*a*n , V , py57<r-fc£-C»a'rS5: 

[0 0 2 6] ?ae*na«>^^PM«#efliafttK 
aaicsva-cKirrs. *aw©'C7*f i Ha»*tti» 

ftUrg-Gly-Asp (RGD) 
*H**fl«lK:J:t>T»asnte<<. 

>ie#i8§©tt£^-r. *»9i©^7*?-HBa*j3att 

a»±©7>f 7"n*7^>3&frlc££-Cfttl3U 7-Y 

7*n*f ^^©a^sBars c oasae© 
a*, no --ft, te«w§^*ia±-rs. ^sssh©^ 

7*?HBW#»a3Ui. 3«&a, Ba*5y-Y (muscle 
line melanoma) , a&»#g3?8]JSMx 9 X )^ (epi 
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(6) 

9 

dermal line neuroblastoma i glioma) . DcfffiHJjS. 7 

Jtrsofcaar**. 
CO 0 2 71 3 6&Mtn®*7?Pff*{ma0ttB 

[0 0 2 8] *»W©*:/^FB»tt*&tt*©**± 

*a*wsicj:oT««T*!:fc*t-e*. mmtmm 10 

5>h>©H## (Remington's Pharmaceutical Scien 
ces, Merck. 16, (1980)) KHjR3nT^*J:3IC. *J 

[0 0 2 9] CQ£dA£HMUftffl8Mt. «JW©<k5 a? 
[0030] a&^&H©*?? r*fta#»a®aaff: 



#BI¥6-3 0 6 0 9 6 

safWBtearscfcttmfcfra-cfcstafcn 
[oo3i] *mito*7?Ywm<DWL i *m& sm 

©#a«C»l/a*l B3&00.2 /xg/kg*»6200 mg/kg 

o«b-c***«. atom m. ag. a**ac 
.fcoTft^nsfe©-?**. 

[0 032] 

TS. fc£a#^sn*a«K»K8, fEaaoSBC 
[0 0 3 3] Bo c : t-^MP^JWes* 



B n : 

AcOEt :IWx?* 

Mts : **s=f-Vy7.M$=-fr 

HOB t : 1-t Ko^i/^>7h'J77-JI/ 

d c c : nM^WWW^'f 5 h 

IPraNEt : SM 77*nt;;H3 l .ft'75 > 

DMF : 5?^?;i/jfyUA73 H 

C d i : */Wfcy 5 y vMl' 

TFA : 

TFMSA : MJ7JWfrn**>;uP*>« 



[0 0 3 4] &&M 1 fl:^* 1 ©-&JS 

a. 1 ffl^masKTics-r. 

[0 0 3 5] 

Mb 3] 



(7) #B8¥6-3 0 6 0 9 6 

11 12 
BnBr 

BocSer-OH * BocSerOBn 

I IPr,NEt/AcOEt I 

Bn Bn 



1) TFA/CHtC I t 

> BocAspSerOBn 

2) NaHCOa 7k%& I I 

3) BocAsp(Bn)OH Bn Bn 
DCC. HOBt 

CHjCJ^DHF + IH)ft2 



1 ) TFA/CHjC £ , 

► BocGlyAspSerOBn 

2) BocGlyOH | | 
DCC. HOBt. iPrjNEt Bn Bn 
CH t Ce r.DMF 

<Pfflfc 3 



1) TFA/CHiC fi t 

BocArgGlyAspSerOBn 



2) BocArg(Hts)OH I I | 

CDI. iPnNEt Nts Bn Bn 

DMF 

[0 0 3 6] [ft4] 
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(8) 



13 

ct>R9ft4 



14 



TFA 



-» TFA. HArgGlyAspSerOBn 
CH 2 ce 2 I I I 

Mts Bn Bn 

+iwft 5 



6-306096 



coce 



A 

C i OC COC 2 



o))-co-x 
0= ^x 



/X = -ArgGlyAspSerOBnX 

III 
\ Nits Bn Bn / 



TFMSA/TFA 
► 

[0 0 3 7] 1) *IB#l©£jfc 
Boc-Ser(Bn)-0H (20.4 g, 69 mmol), "«>5W7n5H 

(13 g, 76 mmol). V 7n tfjl/X^J 5 > (9.8 
g. 76 ■oDftffltX?* (100 mOlC&AfU 

m^mmbx^. i m ^i^EiSis. mt 
©©*>$£»«& tr* iw# i zmmmt vxwt. 

[0 0 3 8] 2) f>H#2©£jS 
«r«HB«©*ffiKir3^fc1'M#l©«ft^5 1 k> (80 
ml) S«fch'J7^DftK (80 ml) Sim*., Slfcif • 

assist*, mn-km-cm. m*mmi-hvvi>x 40 
«s©o^jaEi8ffiUT7 5 >#zmmmt hx% 

fc. #S*l&7$>#tBoc-Asp(Bn)-0H (22.6 g, 70 m 
mol). 1-t HD+^^/hUyy-JV (10.7 g. 70 m 
mol)£DMF (80 ml) &XfM{t^U> (80 ml)©jl£ig 
HfclCSflfU *ftl,fc#e>DCC (14.4 g, 70 mmol) SJD 

5 ii! fc&i-hvv&mm, i m ^x>Km 



i*t£fc 1 

—earn (stu® : s\*-v>/mmx?)i=4/i) 

U gM£T3*IW#2£fcSi{i!i||i:LT35 .8g (3 
apgt?iR*87 X) 
[0 0 3 9] 3) +Rflfl:3©£j£ 
*W#2 (35. 7 g, 60.5 mmol) ©M^V-^ (100 m 
1) SJStChU7;U^DWe (100 ml) fciO*.. S^fg 

U aSSX-x^^ilgS^SiiTh'^^DSK 
&32.5g£#fc. &e,tl1ih>)y)l'*a&n%. (18.9 
g, 31.3 mmol) tBoc-Gly-OH (5.75g, 3mmol)> 1-t H 
□+->^>>/HU7y-;U (5.04 g, 33 mmol), iMV 
7 , nlf;i/X5 1 ;i/75> (4.45 g, 34.4 mmol) &DMF (20 
ml) %XfM<£*?V> (50 tOWJISSgfltlCgtfgU * 
ftbfc#£DCC (6.8 g, 33 mmoDSiJD*.*:. 

&®m, i m ^x>mmm. 

m? h >j v&xi&mao-tM&mi&Lxmmmz® 
&. zo<b<D$:'\*-v>/mmx?-)i (2/D ftzn 

ifiS6UT*W#3S:17.9 g (87 X) 
[0 0 4 0] 4) *ffl#4©£|£ 
*Rflft:3 (17.9 g, 27 mmol) ©«fls^?V> (60 ml) 
S»tCh»J7;^DiTg (60 ml )£;&]*., K£il£«3£ 
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(9) 



6-306096 



15 



16 



£*§fc. -#Boc-Arg(Mts)-OH (4.56g, 10 mmol)£DMF 
(20 ml) KfeffiV, ei<Ot)©l^?&ba^eCDl (1.63 
g, 10 mmol) ©DMF (10 ml) 85«*JnA&. 
•ft*»btt*»61(SIIW»UJtb%, ±l3S^IC«kO 
H6nfch>J7Acj-niW* (6.61 g, lOmol) iy 
-f77*ntr;i'X^73> (1.42 g, 11 mmol) ©DMF (2 
0 ml) mm&tUPLtz. K£8£tte*ttT2ftffl. Mfc 

x ffikthWAmm, 1 u *x 

fc. Mtx^A4»&fflM3ttTin&-r«*mf r : 

4 mmfk t LT9. 8 g (£SW) 
FAB-MS: Of+fl)* 986. 
[0 0 4 1] 5) *IW#5©£fi& 
fW*4 (5.5 g, 5.6mmol) <Z>m{t*?U> (20 ml) 
*MChU7/r-*Dim (20 ml) 
ft»TCll*W«ftl,fc. £JStt71«ftlK«ff3U S a) 
**X-yJkfoS»*fcairc*IW6*5.3g (94.7 
» 

[0 0 4 2] 6) *M#:6©-&(fc 
+Wfc5 (2.26 g. 2.3mmol) &t!U^> (3 ml) fttf 
i'DDWA (20 ml) *&&«A£IMKlCffl)fU 

BocAsp(Bn)OH 

+ fyj#5 » 

CDI. iPr t NEt 
DMF 



- - l"t£fe 2 

[0 0 4 6] 1) +RH*7®&ft 
Boc-Asp(Bn)-OH (970 mg, 3.0 mmol) ©DMF (10 ml) jg 
SC. *ftLfc!&*SCD(490 mg, 3.0 mmol)©DMF (10 m 
I) ®WLZtBZ.ft. £«fl-Mte*ftlstt#&l»tmiB 
#l/£©£. *!60<Il©'f 1 ffl#:5 (3.0 g, 3.0mmol) 
t*MV?U\>frXf-fr7$.'> (450 mg, 3.5 mmol) © 
DMF (20 ml) i§S8£Jnx.fc. EJSjB^«**»T2« 

m. JEfcafi**cffsu^&i»a*^L&a. met 

U #> 5 X B&K^h'J^Aim 1 M?X>&&&. 
**IW*7S*fl»*fcl,T3.3as (93 X) %Tz. 



©fe©lCh'J^v>K^n5-f H (200 mg, 0.75 mmol) 
©^na^A (2 ml) SiSfcillAfc. 

is®, i m >/x>m®m. m\tm*.T&ti>> 

*HJ9AT&j&©©^2ajEfflfigL;fc. s«t*x-x;v 
*6HM5S*T«l»|IW|:6*1.97g (93 » ftfc. 
FAB-MS: 0M) + 2812. 

[0 0 4 3] 7) fc-S»l©SjS 
fW#6 (1.9 g, 0.68 mmol) ©hU7;^P^SE (15 

ml) %mz, MJ7;P*n;t* (6g), 
^*7XV-JP (4 ml). a-9W/-n> (3.5 1) . HJ 
7)l*amm (18 ml) ^Sfc5ig£igjac£)f<ftL!S:# 
San*., Efc£«fc*»T2«rHIHI#L&. E£i££x 
—rJV (700 ml) (CIITI/T3 0#ffl«>tJ<DSt#l' 
ft. ttlRL&a£j***>*©*lcfc*»U 1":*>£& 
^dT^y?^- (7>A*-7-r MRA-400, sh* 

1 **ft»*fcl/C870 mg (88 X) #ft. 
FAB-MS: Ot+fl)* 1456. 

[0 0 4 4] fgJS{S|2 fc£4&2©£f£ 
2 ©^^KSK©«lSS*KTIC*-r. 

[0 045] 

[fc5] 



BocAspArgG I y AspSe r OBn 

II II 
Bn Mts Bn Bn 



FAB-MS: (MO* 1191. 

[0 0 4 7] 2) fc6to20>6ft 
KTIMMI 1 CE«<!)*ttfc«V». tfKlft7©N*iSBo 
cg£»Sl,ft©$MJ;<->>&£n7-f 
ft. -r^T©ftg*Sh'J7^D^^>X;P*>K/ 
^^7xy-;u/m-^ u-\7-;v/ h u ymumkUG 

FAB-MS: 0H© + 1801. (IWIa)* 1823. 
[0 048] 9US0H3 fcS4&3©£j£ 

[0 049] 
[ft 6] 
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COOH 
COOH 



COOH 
COOH 



(10) 



1) CD I /DBF 



#B8¥6-3 0 6 0 9 6 
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2) *>IB]ft5. iPrsNEt 
WIF 




itiito 3 



C 



-ArgGlyAspSerOBn 
I I I 
Mts Bn Bn 



$7=fi >ArgGlyAspSerOBn 

I I I 
Mts Bn Bn 



[0050] i) *m#8 0!>6a 

T^7tHn77>f h7*W>8 (250 nig, 1.0 mm 
oDODMF (10 ml) %m\Z. *ftLfc*<SCDI (650 mg, 
4.0 rnrnol) ©DMF (10 ml) R£iI-&4&* 

*»ta:«t6ii*imi#Lfco*. gum 0+10*5 

(3. 0 g, 3. Ommol ) t 5>-f y bT;VX^7 5 > (45 
0 g, 3.5 imol) ©DMF (20 ml) j§i££;&n*.;fc. ££fl 

D*JPATffiL, *. 5 X^K^-h'J^ASJS- 1 H 

-;v=io/d u mt-rz>tpmfr8£Mm*t 

l/TLZLg (43 ill) Wz, 
FAB-MS: OWD* 2832. 
[0 0 5 1] 2) fc£«J>3©£(£ 

KTWSW l fcE«©#fticfltv», t^xn&m&Zh 40 

ai 



FAB-MS: (M+H)* 1476. OWIa)* 1498. 

[oo5 2]£jsw4 *?j-^im*m^itmsm 

bfc*38W©fl;'&«»i~3, iti^mtbry^zfu^i; 
=f><Dmmn HTJfe 5Arg-Gly-Asp-Ser£ 

fflV>&. iltlS ©t^Pfc* 1000 /igt#^(C<6^tt 
©®V>#>S9Ba-?*5B16-BL6;<5/-Vi9ffi 

M»l©t>©5x lo^ffl) ss^fbs+thgu unti 

If 5 E©C57BL/6©«f V>XCS#«iaitC± 
[00 53] 

[«1] 



¥$±SD («5H) 



PBS GtcM® 

am a 



24±9 
8±6 
3±2 
7±2 



(11-36) 
(0-14)* 
(1-6)** 
(5-10)* 
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Arg-Gly-Asp-Ser 



(ID 
25±2 



6-306096 



20 



(23-29) 



* i-m.xmm.tm. lx p<o. oi 

** P(0.001 

[0054] cotamz&nfc *559i©fl:'&4&ia»& 

tnTBE^K^KTab-SArg-Cly-Asp-Serte. 

oiooo usms&xtemttomgZTKZtt 

ft. 

[0 0 5 5] SlllS0i|5 ^5/-T«B*ffl^&a«||r 

H2 



JO 



Asp-SerSffl^fc. 1 if 7 E©C57BL/6©«6v}X£ffl 

w, c:ne> ©fcea^ tma- icbi6-bl6^ 5 / --raws 

(*f»iiiB»©%©5 x 10V50 <il)££«Lfc. 
&14, 16, 18, 20. 22, 24, 26 B B K«tt8Mb-&«l£f§ 

(l®*fcD100 ag/200 wi 
PBS) . »«#>tt21BBK*W«fctt|*l,fc. 
-V#«&35BBlC-7*XfcJf8, ftflU §t>KlE#U 

[0 0 5 6] 
«2] 



PBS 


61±22 


(25-103) 


Arg-Gly-Asp-Ser 


67±13 


(53-88) 




24±13 


(5-43)* 




27±7 


(16-37)* 


fk^3 


21±16 


(6~53)** 



* Hton?**l»KfcU*LT P<0.01 
** P(0.001 

[0057] c©«*fc±na. *»wa>fc^*i~3 
(g^»fflK»fc*^Tfe^>©e»»fs#«t«i®isn 

©SiTH 7E^J^^ l>*T* SArg-Gly-Asp-Ser Ctt, 

jif>ia>o»iiii»*tt4<a«>t)&. ctutxmom 

[0 0 5 8] gjgfll 6 >J >/^HM)BSffl^fc«»«IE 

*3 



*^K©^7 r 5 1 HK^©!K^«lSI^ffl(C'QViT, M 
tt'J>A)18JflaTabSL5178Y ML25 T-lymphoia£ffl^T 

^?>©S»37ffi^^ FTfeSArg-Gly-Asp-Ser 
Cinew^^H^^lOOOMgiLSmY ML25 
T-lymphoiaiMSa (S*8if«J8©fc©4 x 10'fl) 
PBS*Tffi£U rnSl»5EE©CDFl (BALB/CXDBA/ 
2)©«T9XKJBWRffi»fcJ:0a4l/&. &4&14B 

Bicvsxfcjm »sflbxv>i7x©ffii&r;»i8©a 

fttttftU Mfla©PBSt9:#Pi:Jtt!!Ufc, *©lg££ 

[0 0 5 9] 
[S3] 



ffFBg©as 



pbs (*«ra) 

Arg-Gly-Asp-Ser 
fc£<»l 



4.67±0.50 
4.11±0. 72 
1.98±0.^8•*• 
1.37±0.37'" 
1.40±0. 31*" 



0.23±0.03 
0.25±0.03 

o.^o-oe"* 

O.U±0.03"* 
0.11±0. 02*" 
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(12) 
1.11 ±0.15 



^¥6-3 0 6 0 9 6 
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0.09±0.01 



*** t 

[0060] zo%mz£n\& *9m<r>ft&miii>t> 
3 <om let o t. iFK&tf »K©»sfi u >/mmm 

Vft&mt. SttUW^Biffljat?*SL5178Y ML25 T-ly 
□phoma©ffFE-t>WK'v©te^tC^tT l fe«l©J«i*S;^-r 

fXn^nJWn^J- KT?fc£Arg-Gly-Asp-Ser i0 
L5178Y ML25 T-lympoBalCJttT€^«lSIS!l*S* 

[0 0 6 1] %mm 7 *SS§# >*BI»£)B ^fcslStfc&jftti 

*m<o*7?mmft<DiJ>m®®mmz-3Kr. * 



).001 

feS^>fflSa-C*-l>colon26Sffl^T*K«)Wl6» ; tT 
JWCkO&ttbfc. HSi09lclB«L,fc*^©^^ 
Jfctifl£bT7^D*^>©8sS:]7E*K 
:/?KT?»£Arg-Gly-Asp-Ser§fflV>&. CtlSffl^T* 
^F#41000 tfgtcolon26/3.1«BK CtJScH5t»(D'fc 
©4 x 10 4 » £&4PBS«pTiI£-U £n£l&5E© 
BALB/c©«IV'?X(C^»IIRaitlC<fct5t9:4Ufc. 
MeBlCT^X^SS. S$l;:i£f*L;fc#>©n 
nr-fScfcfhSlbTflliCPBSS^StJtSibfc. *© 
«g*^Tco^3lCS-r. 

[0 0 6 2] 

[«?4] 



¥$±SD («5ffl) 



PBS (*J5S) 219± 28 (180-250) 

Arg-Gly-Asp-Ser 241±54 (141-285) 

lfc;£«&2 41±25 (14-74)** 



** t-*bTe*J!!8KiittaL 
[0 0 6 3] ^©ilg&K.ktltf. *^©^b-&«j2tti(g 
K#>ffllfcT&*colon26©l!iii^©£&tC#bTfc$ffl 

Ixi^VJ-ynWg^JWR*.-?? HTfeSArg-Gly-As 
p-Sertt, colon26IC*fbTte^«lM«l**SS)5:^-o 

[0 0 6 4] ^siais *y j--?mm^it , mm 
mm^m izmmttm \zm? zmt 

t<DMm^mmftMmz^7)vmzi:-3T%m\sTz. m 
mm\zmmL-!t*%mofc&®3 m-»>mthx^ 
K©7HU7v-i'-» (mmxm^.m7wry> 
m zm^it. ioooug©*5!W©ik^3i#^ice 

£tt©IS^#>ttfiT*SB16-BL6.*5,'--7iaifi W 

S«»M©'fe©5 x io<<@) &6*pbs<p r-msb. zn 

SlilO E©C57BL/6©liT^XICS»IRaWK<k 0 
llH-fOtf2I5I (lHlft&OlOO tfg/200/il PBS) g# 

mm\z£<o&5-Lit. zo$i®zft-3?tmzAB.t? 

*!6W©ft;-&lil3©*«:g«]tcS4U7K'J 
7Y^>>&5£ff;bfcfrofcS£BK, *^©^"& 
!g> 3 *jg4-a-f7 H U 7 V'f -»8:#©*£fTofcS¥ £ 
CK, *fflSK<hbTPBS©**fi:4b;fcS£DK£: 

-rs. ^©ssgrf^tt. v>x©s#s©)gi^i: 
siagbfc. M^m®«^tJv>-^^<>h--© u 



: p (o.ooi 

-f-x h tc«fc off o fc. ns*ssstt©0 1 ic^-r. 

[0 0 6 5] HllCiiOT, i^77©«itttt^7y-V 
&«&©Bft &Wtt-?9X©4#S:£jRT. fcfcJEt 

^t!3*fS4L&BKtt. PBS©#-£iS:4bfcDK 
tlt®LTGmt£Mfi)%l%*:7fiLtt. H t>\Z*&W(Di£ 
^<fe3i;7H , J7V'f>'>S^fflbfcAEIC»4, #89H 
©te£<8?3ffl#.£&-5bfcBK> 7K l J7-?-fv>©* 
£&4bfcCK, PBS©*£i9:4LfcDE^Tn«!:it 

[0066] &±.gmi\z£<o*ftwm%.<DmzML 

s>i©*Eft traffic e j&K b&v>a* ©^H^jE*«i 
4? &x-3bz>z.t\m*>frx&z>. -euT^©i^*^« 

[0 067] 

[fS9i©2!lSI] &>±miL1tl:?\Z*m<D'{7?V& 
*#tt*ffll!Sfc»«:g aSTfe 3 7 4 7"D * ? f- >V> 3 7 

EwtJt«urai)ias5Stt^t< > ^K^fem^ 

£fc*7/-vifflia©*fc£?8&j!f>iffl 
n. mm>/mmmzKLTb%>mwim®W:Zm 

so ®WMumz&\,>Th%>iimwMmz7r;to *fc-e 
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[0 0 6 8] 



(13) *£gl¥6-3 0 6 0 9 6 

24 

[01] mi \**5m<»fcG®t7 F U 7 v< 
ffl Tff o fc # >SS V £ X ©IS* * 



[01] 




(72)«W# »* (72)»W# * TfJW 

Jti6a*L«mjf »JKJ?»J« 3 £E 5 Til2 4t*atL«*mK«»rt±»r 5 T§ 3 - 2 
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